Appln. No. 10/527,093 
Response to Office Action dated 12/20/06 
Reply to Office Action of 7/20/06 

REMARKS 

The pending amendments and the following remarks are submitted as a full and 
complete response to the Office Action issued on July 20, 2006. Claim 1 has been 
amended as explained below. Claims 2-5 have been canceled in view of the 
amendment of claim 1. No new matter has been introduced by the claim amendments. 
Claims 1 and 6-9 are pending in this Application. 

Applicants respectfully request the entry of the claim amendments and favorable 
reconsideration of the application. 
Rejection under 35 U.S.C. §112, second paragraph 

With regard to the rejection of claims 1-5 and 9 as being indefinite, Applicants 
respectfully submit that the term "amlodipine" is neither trade name nor trademark. 
Amlodipine is an international non-proprietary (or generic) name of 3-ethyl 5-methyl-(-)- 
2-[(2-aminoethoxy)methyl]-4-(2-chlorophenyl)]-1,4-dihydro-6-methylpyridine-3,5- 
dicarboxylate. As evidenced in a copy of the Merck Index, amlodipine is well known 
and has been used by to one skilled in the art. Therefore, one of ordinary skill in the art 
would have easily understood the scope of the claims citing amlodipine without 
reference to its chemical name. Applicants also wish to draw the Office's attention to 
various claims citing "amlodipine" in issued patents. Examples of such issued patents 
include U.S. Patent Nos. 4,879,303, 6,699,892 and 6,828,339, among which the last 
two patents are cited as prior art in the current Office Action. Therefore, Applicants 
respectfully submit withdrawal of this indefiniteness rejection. 
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Rejection under 35 U.S.C. 5102(a) or (e) 

The Office has rejected claims 1-5 and 9 as anticipated by U.S. Patent No. 
6,699,892 to Lee et al. ("Lee"). Applicants respectfully traverse this rejection. 

As an initial matter, Applicants note that claim 1 has been amended to recite 
S-(-)-amlodipine nicotinate in dehydrate form having the X-ray diffraction patter as 
shown in Figure 1. Although Lee et al. discloses a racemic mixture of amlodipine 
nicotinate, it fails to disclose S-(-)-amlodipine nicotinate in dihydrate form having a 
specific X-ray diffraction pattern, i.e., as shown in Figure 1 . Furthermore, Lee et al. 
is limited to disclose anhydrate form of amlodipine nicotinate rather than hydrate 
form thereof, as demonstrated in the attached draft declaration under 37 C.F.R. 
§1.132 prepared by co-inventor, Munchoun Ha. ("Ha Declaration) 1 . As explained in 
the Ha Declaration, amlodipine nicotinate, which was prepared according to 
Example 1 of Lee, is determined to be in anhydrate form. Furthermore, amlodipine 
nicotinate prepared by Example 1 of Lee shows a different X-ray diffraction pattern 
in comparison with the X-ray diffraction pattern of the dehydrate form as shown in 
Figure 1 of the instant application. Moreover, the Ha Declaration shows that even 
when S-(-)-amlodipine was used to produce S-(-)-amlodipine nicotinate using the 
method disclosed in Example 1 of Lee, the resulting S-(-)-amlodipine nicotinate is in 
anhydrate form and shows a different X-ray diffraction pattern from that of the 
claimed dehydrate form of S-(-)-amlodipine nicotinate. The Office asserts that S-(-)- 
amlodipine nicotinate in hydrate form is disclosed in Lee et al. since it discloses a 

1 The Ha Declaration attached to the current Response has not yet been executed. Applicants will 
substitute the unexecuted version with the executed declaration shortly. 
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water soluble form of amlodipine nicotinate. However, water solubility of salts is not 
co-related with chemical forms of the salts. That is, the fact that amlodipine 
nicotinate is water soluble does not necessarily determine as to what form 
amlodipine nicotinate exists in, for example, anhydrate or hydrate, or crystalline or 
amorphous, etc. 

Since the amended claim 1 is directed to a different compound from that of Lee, 
Lee fails to teach or suggest each and every limitation of claim 1 . Accordingly, 
Applicants respectfully request reconsideration and withdrawal of the anticipation 
rejection. 

Rejection under 35 U.S.C. 5103(a) 

The Office also has rejected claims 1-5 and 9 as obvious over Lee in view of 
Ettema et al., Foster et al. and Campbell et al. Applicants respectfully traverse this 
rejection. 

As explained above, Lee fails to disclose S-(-)-amlodipine nicotinate in dihydrate 
form. However, none of the secondary references cures the deficiency of Lee. First, 
neither Foster et al. nor Campbell et al. discloses S-(-)-amlodipine nicotinate in 
dihydrate form. Foster et al. and Campbell et al. do not teach or suggest resolving a 
racemic mixture of amlodipine nicotinate into a pair of S-(-)-amlodipine nicotinate and R- 
(+)-amlodipine nicotinate. It should be noted that resolving salt form, amlodipine 
nicotinate, into a pair of optical isomers thereof is different from resolving amlodipine 
into its optical isomers. 
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While Ettema et al. discloses dehydrate form, it is limited to amlodipine besylate, 
not amlodipine nicotinate. Furthermore, it does not teach or suggest S-enatiomer of 
amlodipine nicotinate let alone dihydrate form of S-(-)-amlodipine nicotinate. Therefore, 
there is no motivation for one skilled in the art would combine Lee with any of these 
secondary references to prepare dehydrate form of S-(-)-amlodipine nicotinate. Even if 
there were a motivation, one skilled in the art would not have had a reasonable 
expectation of success to form dehydrate form of S-(-)-amlodipine nicotinate. A person 
of ordinary skill in the art could not have a reasonable expectation of successfully 
making amlodipine nicotinate in dihydrate form from the teachings of Ettema et al. since 
not all salts of amlodipine can exist in hydrate form. For example, benzene sulfonic acid 
salt of S-amlodipine exists in dihydrate form, however, methane sulfonic acid cannot 
exist in hydrate form (See Page 3, Table 1 of WO 03/043989). Therefore, making 
dehydrate form of one salt, amlodipine besylate, does not provide any reasonable 
expectation of making dihydrate form of another salt, amlodipine nicotinate. 
Furthermore, none of the prior art references discloses dehydrate form of amlodipine 
nicotinate having the X-ray diffraction pattern as shown in Figure 1. Accordingly, 
Applicants respectfully submit that there is no prima facie case of obviousness. 

While Applicants strongly believe that no prima facie case of obviousness has 
been established, in an effort to expedite prosecution of this case, Applicants 
respectfully submit the Ha Declaration to show unexpected results of S-(-)-amlodipine 
nicotinate in dehydrate over the prior art. 
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According to the Ha Declaration, in comparison with prior art form of amlodipine 
nicotinate, S-(-)-amlodipine nicotinate in dihydrate form of the present invention has 
enhanced water solubility by 20% and saturation pH closer to a physiological range. 
Therefore, even if there were a prima facie case of obviousness, the unexpected 
results of the claimed invention would be sufficient to overcome the obviousness 
rejection. Accordingly, favorable reconsideration and withdrawal of the rejection are 
respectfully requested. 

In light of the foregoing, Applicants submit that all outstanding rejections have 
been overcome, and the instant application is in condition for allowance. Thus, 
Applicants respectfully request early allowance of the instant application. The 
Commissioner is hereby authorized to charge any fees or credit any overpayment to 
Deposit Account No. 02-2135. 



Respectfully submitted, 



By: 




Washington, D.C. 20005 
Telephone: (202) 783-6040 



\. Hyrtdi, Reg. No. 34,627 
ELL, FIGG, ERNST & MANBECK 
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